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f 4W^ir^r.1^^.^^^^^t^--^- 3 8 0 bp ^-18 Ob P «|« C p GIB 
[if^:«8l 
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#112 0 0 4 -0 5 2 4 9 5 ^-i^' : 2/E 



ffiiE#2 004-3 1 22670 



#112 0 0 4-0 5 2 4 9 5 ^-v I 1/ 



[0 0 0 1 ] 
[0 0 0 2] 

(rheumatoid arthritis TRAJ t^^v^^) ii, r>*?p 

[0 0 0 3] 
[0 0 0 4] 

tfz. RA(Di^m\t. RKmm<Dm'^<Dm^fm^K^^xmiK'r-^^'itm^mtm^jih 
ID) *s^L. ?ftfe^if5^^'T-^/^^^i±> NS A I Dtc5n£r-^m#ifPtt'; -^-^f^^ ( 

DMARD) ^^-^i-^o #t'RA^^(^|DWi;{i^ ^tfe^Sf'&T^^tJiffl^T-*!?. 

^mm-^ffio tfz. mmmm\^i^^Bn^miflyf^^\^ti:^fzi^^\,z\i, 

[0 0 0 5] 

#rpim2-trfi. :^mmMmhi)^^ -7.^i>'n-9-x7'< h-7-*-^^v>/c*iIPIf=^R 

(1) tih^l^-fe^O. v-^ ^n-y-x^-f h v-:*-DlS214i3 iU^Vt 7t{iDlS253/5^VN 
^ r V i5^-f X-r D N A ^ ± l-fe > ^ ;v > mi^ i^fig-r ^ MS^ -7 f - <75i^-t> 

(3) t: bX^-fe#(75, -T-f ^n^f^^'l' > v-^-DXSlOOl. DXS1047^ DXS1205. DXS122 
7^ X Xf/ 1 fz {iDXS1232;e»^V^ 4 -^^W^ ^-t hDN A Sfi^O ■A^h±l^>i^^J\y:ff>&.niZ 

[0 0 0 6] 

mm ( 1 ) <DmBM-^Mii:^izm^i-^'^~ * -DlS214:fe J: m)lS253(D^mM^JtfST^: 
LT. T^X V-fe7':5'-3 (death receptor 3 : TDRSj ^fz{t rDRSstfe^J i:*>V^ 
^) ^tAt R A,t^t <75F^tiDR 3 <DfIJ|51if>^:6#M=l'ML^ DR3>&^'RA 

\z is n -2. ^BM-^itfe^ * ^ nXim ^ L "C v> ^ „ 
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, i^m^l 0 - 5 1 3 2 5 7^ ei^ISS 0^1 2^150) 

mtill] iSliwO 9 8/ 5 1 7 9 1^ (S^^MH : 1 9 9 8^1 1^ 1 

M^f?Xm3] S^^iaWOO 2/3 4 9 1 2 . 2 0 0 2^5^ 2 H) 

m#St«2] U>^v^, ^39-^. ^2^. ^444Ki3J:t>^445M (1 9 9 9^) 

2b -5) o 

mm. ^ M'}kir hfz^ (D^m 
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^-i? : ' 3/ 



(7)^S:ak?-<^ C p G SS^J #^65 ^ ^ ^^'f ^-LT ^ t -9 i ^ 1- ^ o 
ilaoi?/^ ^ V:tf- Fi±. DR 3a{5?-0^i^r^1$^.^,>^^^^^T- 1 8 0 b ^ 

Jf'°iiVco>}^U^^ V:tf-Fl±. DR39tfSHFO|ira$^-'^<^^^^^'^- 3 8 0 bp 

3 7 3#@t-e<z)f.l^ciifi^^) CpGlB^>Ji±, TvMf^Kit^^f-Mb^^T^'^^ - 
180bpJ:^^>Tmo (i-^^^^. @£«^U..i^«^SE^-JOj3 7 4#@2ff^'^ 

CO *tr ^ ^ o 

® It tL if R A i9 m v> ii ^ - t * 71^1" ^ * ^ ° 

9^^-t4. ±ia@B^iJ#-f-Ur^-rm»SB^'Jt^^tt^^3 7 4#B:d^^^ 5 6 4#@tT^ 
D R 3 m^^(0 y'u^-^ -flj^-e* 0 . mnm^ l lC7Pi-:^^@B^iJ ki3lt^^3741= 

DRsSSI-S^n^-^-^^^^^^^^^^^^*^^"^^^^^ ^^"'^^ 
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if ^l;?, c d G <7)#m ^v^b V h V ^ 9 V ;v-- ai" 3D N A»^fe|> 

fit 14d r 3 miii^ofu^-^ -mm<D-^m t lx mm^ i «|| 



[0 0 2 81 
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[0 0 3 21 

t^fiaStlt 7 5#@0^*@S^J^^ K^^SttlcP^t.^ T C C T C C^^- J J« 

-c V ^ ^ i h ^ #m t -r ^ ^ ^ ^ ° 

<7) T 7^ - >' =^ + 1 b p t L - 5 5 3 b p ^ - 1 b p t c • ' D R 

^M^B^i^^ i o -C. ^ <^D R 3 (D±mmm<D- 3 7 9 b p 3 8 4 b p 

rrTCC iV DR3a-f5^c^teWI±l^P^^^TCCTCC^^-7^MLTV>^ 
^h]iB^^it*oL?tlkTCCTCC^^-^i^^<^CpGS£^^^ 

i± ■7°n-=e-i5^--f >':=^^i5' ^- (Promoter Inspector) i.- J: o T "7 n -t 

5i@ sis 66#a. ^ 8 8, 8 9#g. ^9 2, 9 3#@.^1 3 7 3 8# 
H 152«@. ^ 1 8 7. 1 8 8#a.^l 8 9, 1 9 0#@.^196 

!9?is b25l 2 5 2#i. 112 5 8. 2 5 9«.^2 7 0, 2 7 1#@.» 
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3 0 0, 3 0 1#i.»317, 3 18#@. ^3 2 2 3 2 3#B.^3 2 4 3 2 5 
4i ^3 4 4, 3 4 5#@.^3 5 0, 3 5 1 $i . ^ 3 7 4 3 7 5 . ^ 3^ 9 5 
:f 9? b4 0 1 , 4 0 2«S. mAl 1, A 1 2#i | 4 1 5 4 1 6« 

^431, 432#@.^435, 436#H. #44Z, 4:4t 
tin ^^53 4 5 44L k4 5 6, 4 5 7#B. »4 5 9. 4 6 0«a.^46 
*^6f4Lb4r6:^6 7«.^4 7 5^4 7 6« |4 7 9, 4 8 «S 

^4 8 1, 4 8 2#g.^4 9 3, 4 9 4#g. ^ 5 0 1 , 5 0 2#B. ^ 5 0 4 5 
oTis ^517 5l8#g.^ 5 2 3, 5 2 4#g.^ 5 3 8, 5 3 9#g.^5 

4 5 4?4L ^ 5 4 5 5 4 6#B. ^5 6 3, 5 6 4«. ^ll^'lH^ 
H kRfiQ ^70#S ^5 7 7, 5 7 8#i.» 5 7 9, 5 8 0#e,^582 
l8?«!b5 8 8 5 8?4Lb5 9 1, 5 9 2«^C. ^f^^^f^C , GMm^m 

riLr ovarii >^'^^(7)*»V >'/^°^:6^^>$^m§^^/^D R 3 jl{S?-<7)±-ijit 

^.rf DRll5;SS4«.^^^^^ic^r-- 3 8 0 b 1 8 0 b Pj.:ff^-r^c 

Ob p pG^^-J CW^CpGSB^Mcov.r^^^Mb^ 

^4*? 8 0b p i\l4£^Cp GS£^.J C^OCpGSB^) 

mSE#2 004-3122670 



#11 2004-052495 ^ V. 7/ 

o 

a -t*'-^**- -S-»-«i'''^> «m«S8Effi^- 

«^ -fjE^AT^u^-^^ . criofV c:t Harrison! Paul CL, and F 

(bisulfite genomic sequencing'®) CClark bj. Harrison j, 

^ mSE#2 0 0 4 - 3 1 2 2 6 7 0 
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rominer M. High sensitivity mapping of methylated cytosines. ^^^^.^^^f ^^^^^^^^^^ 
2990-2997 (1994) #M) > MS (methylation specific PCR^) iMaman j 
G^TafflL Myohane-; S et al. Methy lat ion specif ic PCR: A -el KR^^^^^^ 
ethylation status of CpG islands. Proc Natl Acad Sci 93. 9821-9826 U9yb; ^..J 

£«g-r^^;^A - ^«^^^^x/^o ittic^ttr. RAm^^T^t^-^ii, mnm.v y ^^Mm^(/J 

^R 3 kfl^Syn^-f -Siti)^ ^MbM^ t ^Jt^^^ ^ h i oT. R A<7. 

c^^^ji^i hic^ttt;^. ^^Mts^h v>^^^is^«^J^^^*^^^^Hb#J2 

ic^m ^ tL/clB^J * ^i" ^ 9 ^ - "^^ * ^ ° 

ffiiE#2 0 0 4-3 1 2 2 6 7 0 
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'-eti 4* 5*7-K^9^v- (Forward Primer) « J: t/.J ;^ T"? v- (Re 
verse ^rilri ltrivi>. ±iB^ ^MfcC p G^*^a -««i:«S69Kr-- 

^ ! y 1 K V^??- (MF 3 ) : GTTTrATITG GTrTGTTCGT TGTC 2 ) 

,j ^ :7° 9 ^ ^ - (M R 3 ) : CGTACTCTCT ACCCGTCGTA A {mm^ 3 ) 

[0 0 6 5] 

^^^1 V- (UF 3) : TrrATTTGGT TTGTrTGTTG 1TGTT (ia^ij#-t 4 ) 

V 7* - ;^ 7' 9 ^ -7 - ( U R 3 ) : ACTCCATACT CTCTACCCAT CATAA (@B^J#^ 5 ) 

[0 0 6 7] 

^ o D R 3 J| JO --^^ -f f 5 

[0 0 6 9]. 
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^|*5t!iJSEe,\p C R) K J= ? WS**xa-C*ntf J: < - 

kE^^^ J HbSSe^T-^^-^-ti. aMmmi!!kstc J: ^3 c p g 

COUY 3 *3 itfMR 3 ^^^^'ffl^^'^^^o 
=lr ffl P C R -e liiite tL^ o 

o 

ffiSE#2 0 0 4 -3 1 2 2 6 7 0 
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V^/c P C R <7)M:^-eD N A»fit*^~ii'lii-S' ° 

J?.2!4^ p^i;^^__,f^||^^j^,J hli. PGR (Polymerase Chain Reaction) 

i|B'^;lkMa^^U:^''^^V^^F^"^^J-^^-/.PC^ 
:t D N AW Jt^^^ti^a ^ ^^S^^ ^^tm-r ^ o ^ ^x^c: J: -^^^C p ^ a JD N A 

j^,^^^ yv^^yymm. ^^^^^^ iK^j:-?'^®^?. 

[0 0 8 5] 

% JJl±© C p G IE?!l*M ^ Mfc S - i= * a ^ ° 
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[0 0 8 8) 

iL^liaVy h^iti. PCRfflKW^^ttL^ih«tLv>o PCR^M; 

[0 0 9 2] 

C43 2^Mt'7&^;^>^RA<^t^*WJi-^^^"^ . 

'^^<;5_^gp^yn^-^-WfcbT^1-^DR3ilfST*#t>^<^-e^-^-^^ J^sBT-n 
.e_3._|Ij^t::j3V^-C. ^mDR3»fS^<^SII^W^-'S:^^'^^^-^- 3 8 0 b p~- 1 8 
0 b p «;£-r;g.C p GBB^JtiTV;v#MK>^^^Mb««L. - ISObpi'^'bT 
-^coc p GiB^iJ{±^-c#^^f-Mbm^t?*^ tv^^ ^)<^-e*);i>o 

^ R Am# L it icffi ^ ^ t ^^'-e ^ ^ o 

immm 

[0 0 9 7] 
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[0 0 9 8] 

(1) NaOH*tJPx^o (DNA=^-'*iItC^'14^-*;5.o ) 

(2) 3 7t:-e3 omm-r^o 

( 3 ) Sodium bisulfite (N a H S 0 3 I MMMyk^i- h V ^ A) /hydroquinone (C 6 

H6O2) (pH5. 0) =^Snx.. >^;v5j^>'fi::fej:cFMT5 y-fb-r^So 

( 4 ) 5 5 °c<DmmK 2 0 m^m < o 

( 5 ) Wizard DNA Clean-up Systemic X^UM^m^^f^ o iM^ ^it) 

(6) N a OH=^;ijnx.^o (7;V* VM) 

(7) 3 y-CT'i o^Mi-^o 

(8) nmr AXEm^M^xmWMaL. ^^^^ y -?vm^^^i>o 

(9) m^7KKmM-t^o (bisulfite DNAcO^^) 

■7*7 - F 7° ^-f-^- (MFl) : TTGATTTTAA GTGTTTCGTT CGTT (mm^ 6 ) 
U :7°9 (MR 1 ) : AAACGCTAAA CTACCTACTA CGACC (@£^iJ#^ 7 ) 

A«c7)#M^;Hb#^fi*j-^9-f V- : 

■7*7-K7°7^v- (UFl) : GATTTTAAGT GTTTTGTTTG TT (mm^-^ 8 ) 
(JJRl) : AACACTAAAC TACCTACTAC AACC (iB^J#-^ 9 ) 

•7:j-7-F';^9-fv-(MF2) : gtagtaggta gtttagcgtt tcgc (@e^j#-^ 1 0 ) 

(MR2) : CAAATACCCC CTCTACTCGA C (@B^J#^ 1 1 ) 

7;j-7-K7°7^v- (UF2) : TAGTAGGTAG TTTAGTGTTT TGTGT (SB^J*-^ 1 2 ) 
V/t->^:/9^v-(UR2) : ACCAAATACC CCCTCTACTC AAC (@B^J#^ 13) 

•7 * 7 - F7°9 -7- (MF 3 ) : GTTTTATTTG GTTTGTTCGT TGTC {mn^^ 2 ) 
V z-^^- ;^ y9 ^ -7 - (MRS) : CGTACTCTCT ACCCGTCGTA A (@B^0#-^ 3 ) 

■7*7-K7°9-rv- (UF3) : TTTATTTGGT TTGTTTGTTG TTGTT (§55^0*^ 4 ) 
U^N'-;:^7'7^^-(UR3) : ACTCCATACT CTCTACCCAT CATAA (S55^iJ#^ 5 ) 

ifc. PCRtCov^Ttt. 9 5°C- 1 0^c7)$fL3S^fl^ofct^. 95°C-ei:9-. 55°C-C' 
1:3^. 7 2'C-ei^S-^4 0-^f-r^';v^i9iEt. ^Of^, 7 2 "C • 5 :9-<7>^!!!ia*^f o /^lo 
[0 0 9 9] 

lo 1 0 0] 

^t7),f±^*EI3 (a) . (b) . i3J;ri=\ ll4i;^1-o 1113 (a) i±. RAm#<7)*^f 
jflLV ^^/N°f^fi*<7)DR safST-^OiMJ^t^-^V^T^ HIS (b) RAm^^O^mffflSg 
fi5fe<^DR 3jlf5^<^±Mitt-ov^t:. -eoA • B • C^«Op< f^Mtm^^^lSML 
/cM:i:=&^-tlllT'*;S.o 134 {i. (H-^timtAillfi-r) <7?5^^gjfiLi; 

DR 3it{S^O_h&lfIit^Cov^T, -e^^A • B • C#flit<^y -^Mkm^^fiifSLfcfe* 

'ft:#MKj7°7l' v-^^v%TDNAJtip^*tfo7!i:if^(^±ii|iSSlf>tt:-^ 19^ M-e^1~V>-> 

[0101] 

i:}^^co[li^r^-r J: 9 Aluti-MLrjs. ^-c co -9- trover, -eocpGse 
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^ ^ i: ^^^0^ t o o 

J ' ' iU^i^^ L-c±ia<7>M svm^^^x. 2S 

l± C It ^ ^ ^<mti:^^h itmu tL/^ o 

(2) bisulfite genomic sequencing-^ i J;^_^^'^bm^O|ffl 
Mv^r. m-^^oMlftLU >.^"5*S*ODR3:^ife^i3j:^>RAm#0^.m«ffl*^ 

jlWL/io bisulfite genomic sequencing'^li. ±gB(^##:i:mkpflm<7)^ffit^ 

fs?S±««<^^ ^MkM^mtH Ltzm^^TT^-rmx^^ ^ . ll\-^^tttt 



3 
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(b) iiRAm#^M«S*^DR3«fe 

iSSwI^o it'ir#(^*«'J>'.^°^ta*<^DR3Afe^ 

[12151 «tti?flt^^i-MSP-^t'*3V^T. DNAiiteX@l^J:c>T±ifliB|^^^DR 
3W«Xm^i^<^DNAM>t^COV.T.i."UT^U;VT5^^^ 

tj,^^ (a) DR 3ilfe^O±-/;TL«'t'COA«<7)^«*^ 

|?tS?l^ (b) S; DR3mf5^c;^J.-Mit*^B«0|§**Ji-^>2J' 
i^) (c) i± DR3»fK^OJi-rulM4'OC^Jt<^l§^=^^i-'^^<^'^'*'J° ^2 
Va) ~ (c IcSv"? A##^^^»l~3ii^^^^tL, -ItBifflM^oA 

l0ir«wi^^-rMSP-^^^j:oT. ««co*mV>^^"^**Jft^~RA 

(b) ^^^RAM#<^Vtm«a*<^DR3Afe^<7)l§**tt^ 
mvl (a) II ^-Tbi sulfite genomic sequencings^' i o ^ 

^^i-IlI-t:~*;&o (b) \i. *«^at'^tbisulfite genomic ^equencing-^k-^ 
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SEQUENCE LISTING 

<110> Shiozawa, Shunichi 

<120> A polynucleotide responsible for the sideration 

of rheumatoid arthritis and use of the polynucleoti 

<130> P151111 
<160> 13 

<170> Patentin Ver. 2. 1 



<210> 1 

<211> 592 

<212> DNA 

<213> Homo sapiens 

<400> 1 

acgccgggct agtttttgta ttttaagtag 
gtctcgaact cctgacccca agtgttccgc 
caggcctgag ctactgcgct tggccccttg 
tggggacgcg gaggccgaga gagaagtcac 
agggttgggg cgagagtcgg ggtggggacc 
gcagcaggca gcccagcgct tcgcgtgttc 
ctcaggtcta ggccgagcag agggggcacc 
cgcctccccc cgcccgccag gcgggccctt 
cggggctgaa ggcggaacca cgacgggcag 
ccgtcggagg gctatggagc agcggccgcg 



agacggcatt tcaccatatt ggtcaggctg 60 
ccgcctctgc ctcccatagt gctagaatta 120 
cggtactttt ggcccaacct cctccatggc 180 
ttgccctggc tctaccttga agtggttctc 240 
gagatgcagc tctatcctgt gcccctggtc 300 
tacttggcct gtccgctgcc gcctaatgag 360 
tggtcggact cggttgggct cgggcggccc 420 
ctcgacggcg cggggcgggc cctgcgggcg 480 
agagcacgga gccgggaagc ccctgggcgc 540 
gggctgcgcg gcggtggcgg eg 592 



<210> 2 
<211> 24 
<212> DNA 

<213> Artificial Sequence • 



<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 2 

gttttatttg gtttgttcgt tgtc 



<210> 3 
<211> 21 
<212> DNA 

<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 



<400> 3 

cgtactctct acccgtcgta a 



21 



<210> 4 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 4 

tttatttggt ttgtttgttg ttgtt 25 



<210> 5 

<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Poljmucleotide 



<210> 6 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
S3nithesized Polynucleotide 

<400> 6 

ttgattttaa gtgtttcgtt cgtt 24 



<400> 5 

actccatact ctctacccat cataa 



25 



<210> 7 
<211> 25 
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<212> DNA 

<213> Artificial Sequence 



<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 7 

aaacgctaaa ctacctacta cgacc 



<210> 8 
<211> 22 
<212> DNA 

<213> Artificial Sequence 

<220> , . ,1 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 8 22 
gattttaagt gttttgtttg tt 



<210> 9 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> , . ,1 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 9 24 
aacactaaac tacctactac aacc 



<210> 10 
<211> 24 
<212> DNA 

<213> Artificial Sequence 

<220> . . 11 

<223> Description of Artificial Sequence: Artificially 

Synthesized Polynucleotide 

<400> 10 24 
gtagtaggta gtttagcgtt tcgc 
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<210> 11 
<211> 21 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
S3mthesized Polynucleotide 

<400> 11 

caaatacccc ctctactcga c 21 



<210> 12 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 12 

tagtaggtag tttagtgttt tgtgt 25 



<210> 13 

<211> 23 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
Synthesized Polynucleotide 

<400> 13 

accaaatacc ccctctactc aac 23 
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m m A m M m m 



[596109826] 
1996^ 7^250 



^j^i^;^c|p-ftj^|H:it<^-^2T@ 1 1 



- 6 
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